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(54) Title: STABLE CAPSULE PREPARATION 
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(57) Abstract: A capsule in which an unstable active ingredient has been stabilized is obtained by lowering the moisture content of 
a solid preparation (granules, subtilis, tablets, etc.) containing a chemical unstable to moisture such as an imidazole PPI compound 
by drying or the like, and then filling in a capsule comprising a water-soluble polysaccharide such as pullulan as the main component 
or a PEG-containing gelatin capsule. For the further stabilization, the capsule per se may be dried. The capsule preparation thus 
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obtained is a stable capsule preparation with the use of a capsule being stable at a low moisture content which contains a chemical 
unstable to moisture such as an imidazole compound. 
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[oooi] ^mm it. i&7k^m^^^±/^m^^ ^K^m^mm, mz.& 
Steffi 

[0002] 7>y^7V*—/v, ^:7W— /K ^^^^/^©^^^/-^(^yy 

ffc-fS) fct. ^nY^>7tVX<D^M^^X\^ (H + + K + )-ATPase(DSHS^ 

^mvtcmm^mnM^mmmmmm^M^^M^hnxv >s 

/v-fe/vn— ^^-fe/v (JgJlTx HPMC^77°ir/v^|il§i-))«, <£^K^^*3V>Tt>«l*ife 
ifc2) c Lj5^L^feHPMC*^/l^JH^>— K^^^^-fe/VJCJt^T, (£pH"C 
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&mx^<mm $tix\ ^mm^mnm^mm&mmm&^t?#7°^^mx^ 

m^Jcm : S^IS^03/32953^-?^l/s/h 

[0003] *mmfe. 4^y-/v%kppuk&mtz£\ Tkfttt&feftmmm&j&ft&izft 

[0004] -tTfc*3*>,*3HMtt % 

(2)tB^M;S^35%@J^T»{£7k#^ 

fEic^^ir/H^k 

(7)7K^^^^^^^^tih^V^V^tlf^- (ppi) -efc§_hfE(l)fE*(D^ 
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(8)PPIfl35$(r): 



R 2 




, Ti//vm-£fcteTi//vttz/m&, r\ r 2 &£xir 3 ^ ^ti^nm— wz.nm^<> 

(10) ppi^ % y^yzfyy*— /k HrXf^S—As^ y-<-7°yy—/v^ s*zs\>zf^S—/v$. 

(1 1) PPltf3 % 7^y^y-/v-e^_hfB(7)fBic(D^^ir/^J, 

(12) PPI^ ?>y^f^S— /i>©3te^fiH4#: (RftO -efe^_hfB(7)fB*(D^^ 0 -fe^J 

(13) *#CTSJ£fc3SI*tf^ PPI©^h^ 

*3J;t5/*fc«^«$tb-cv vob £i ^^j-efe^_hiB(i)?B«(D^77 0 -fe/^j, 
^i-3_hMl5)fB*o#^-fe/v^ 
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(2 2)^ m mu ^imj^s . tscmij^i§y ^ m mij^^fl^-efe^ _bt b(2 Dt ^ 
mmmmmmmmtK mmmmmwcmmmmmxh^±m(2imm^y°^ 

[ooo5] ^mm<D^m^mm^^tir^y±/^ w*.t£. -^a^i^^m ^tc 
7kttX(Dmmm$m^mnxm, mn^<\^<DX\ ppiftffl^ft5^^v-/p 
nm^tinmm) &3tmu m^^m^m^tM^i&yk^t^mkx-h^y^ 

tf&mM\kKhmfrixx^z.tfab, mftxm j $>frKiJ7°±/vfrmMu m^xi^m 
[0006] \^^y°-^;vn\u, *^i^lt^^^*ii«i, m^^\^m>x^ 
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u^sfy=i—;v (peg) Wfe-M^is-ftzftsv (WT, PEGBS-^if 9^->^y°±/Pb^ 

-fe/V(^^L«\ HPMC^y-fe/V) i-it^T, i&pFUZ.&ft%mM^MfoX^^~b 

z> 0 z.(d£?k, ^^tt3fe#(D^^{£*^k^g^i-§ppi^ffl^-r^-r^^ 
nm. wmmt'nmm)^%m^ti^;vt^x, ^m^mm^^b-r^ 

yZ.b&&%) *5 £OTEG@Ei^if 7^->&3i)&ftbirZ>Z>y°±/]/ (PEGgE-^if 

7°±/vbm%f-r%~b&&%) m&m \^^bKx<o, mm^^b-r^y^/^h^. 

, i&7k^mx^mx\ pn4¥^mmmw^-h^y^xyKm^mm^ 

rpmmft&mm&m b&. ^^m&^mmm^ n ^m^tci&pu m 
phi. 2) b'mft&nfevtctpvkmmmx.^ pue-7) xmmm^mmx 

^-e, mmmbfe. m.mm^x^y a ±/vmmmmmKx^y°±/^m^ 

^m^mmmmrm^r^b, wm^ nnmmx^^/^h^mnm 

^x\ mmm^mmmmmib^ ^y^/^h^mmwcmm^mm^ 
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NPcaps(CAPSUGEL^)#^^(f^^ 0 

PEGia^^^^ir/virLTteu ^^/vM&K^&E&Wt^:^ § ft 
20000<DPEG^ia^Lfc^^#:7 o i?/k/$Wt;L<, i:«9^itPEG4000 (^i^J^- 

* 2600— 3800) ^^t^y^^y°^;vi,^\z.Ui^\ m«t#^¥6- 

mmu^ib^tty'-t^h&mx^ tc.bx.i-i, ^y^/^m^-r^^^m 
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«j bum^mm^mm^^, mn<Dmm&wmbfemft%piimmz&> 
[0007] ^mwfcm^^tizrTkftK^mfmmib^x^ -m^ft^xy. m 

^X\ f@??f?ffi;t (relative humidity; RHM. gt^^Tk^A^^bTffll^tL 
^W^MVfcm&MMbL^X^ ¥*ffi*jfiS(equilibrium relative humidity; ERH) 

^fflv^^>^o ^■m^Mu&bit, mm^^^umm^^^m^mmb^x 

m V ^htl%h(DX\ V ^^57k^?&tt ( TTk^^tt (Aw) J ^JSwater activity^ *9 
mobile water ^ris5fe*f - 'So ^^"^Cffife Pharmaceutical Research, Vol.8, 
No.3,1991(p292-p297), D.R. Heidemann and P.J. Jarosz) CD100m<DiM&MM~t%o 

^(om^hnm^td^m terhj ^gtm^-cfflv x\ \ ^mm (erh) ^ 
tt;vm\m.b~r, mm. mm, mm. mm. *mnm. ms#m\z&mmistiz& 

AG®) (-i^S'J^-e^^^, r©pgf)tii*v\ 
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— fe?US(#!k 25^) — fe(7)+@^ftMSm*T(^!Jx.«\ 11%RH) — jesjpg ( 

, T^t°y^, ^r^, ^—vy^ -fe^rn^y^^i^^nh^^v^tt^— ( 
ppi) ^^o5^*^^^^S^^^#tf^§o 

vows. (i)^KMia)xm^fi^mK^^^^^^-/i-m^ 

nK9^^^<^te^»PPI»^nK9^^b<^^^^<D^^tt^fc«^^ 

Wk2] 
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R 2 




, Tz//i-m~£fcfeTi//^^>m%:. r\ R 2 *3«ttm 3 «. ^n^tim— t-tctz&fto 

Mb3] 



R 2 




r 2 , R 3 *5J:OT«_hfB^(r) lc*5it5fclRlfi:ai-e*>«o 

1-4 1-4 

R^C T/V=¥/V^ C T/V=fdr>/^ % C T/I^^V-C T/Ka^S^fcfS 

1-6 1-6 1-6 1-6 

1-6 1-6 1-6 

1-6 1- 
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[0008] # fc0*L< . 5£ (la) 
MM 




(la) 



1-3 1-3 



1-3 



1-3 



1-3 



1-3 



(la) IC*5V ^T, R^SC TVV^r/VS, R 2 ^/Nn-^V{b$^TV >-Ofc £V T/V 

1-3 1-3 

1-3 

fcKnd^^ g^S^bTV>T^J;V>T/V=3dr^S. TU— /VS. TU— 

[0009] ^n^m^tvxi^ -7^m. mm, ^mw^t^^mf htiz> a m^xh^ym 

1-7 

/V3vvS(#[j;tte\ y^/K y°nt7K -fyy'nfcVK :/^vK -iW^vK 
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Kndrv-^, C T/^^r^ *b*ci/, ^h^, :/n/K3rv\ ^>^^) % 

1-6 

1-6 

1-6 

r/^^ymm^, y^v\ ^h^-iy. :/n*K^v\ -fyy'n^arv^ y>3->, -fy 
[ooio] rry-/P-*j«kb-cfi, wu^c 7y-;H(iiiJ, 7x^v, i-t7f /k 

6-14 

2-^-y^/K tfy^/K 2-Ty;*y/v^)&^W ^tL^o 

6-14 

1-6 

1-6 

te\ yhdr^/V^^/V, ^hdf-^/V^^/V. yn^dr^/V^^/V, y>^y#/V^ 

1-6 

1-6 
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1-7 

„ 7^/k*/v:7^/k ^/k*/v;7^/k -fxi\f;v^)vy^=. /K W7n\£;v?.>v 

1-7 

^/Kvvtf^/K ^^/pvvv/J^/k ^ntw^/v*— /v. -Yy/ntVv^/v^^/H 

1-6 

1-6 

1-6 

1-7 
1-7 

viomm^<n5ttmm^mmm$mfhn, Mtfomtvxi-z, 2-^/c«3- 

fc?uy/l^ N 2-, 3-, 4-, 5-^fc«8-^yU7^^ N 1- N 3-, A-^tLUS-^y^r/VlV 
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1-4 

1-4 

[ooii] _h!E5£(i') l^wr, ^C-c^$ti^rgjfe^^rLTv^J;v^#^^ 
m^mj<^r^#^^^^ji:LT«, 0!l;ttf, yy>, ^y~y, t 0 £2-/K 

Jr**^/— /k -fy^u-y f — /v, -fy^ry— /k -f^yy— t°^y 

—/V, 1,2,3-^^1^7*/— /V, l,2,4-t^t^T/-;V, l,3,4-^t^7/- 
/V, y^ifV N 1,2,3-^7^7/-;^ 1,2,4-^7^/-^, 1,3,4-^7^7/- 

/v, i,2,3-hyry-/K i,2,4-hyry— /k ^h^y-zK fc-yvV, tWvV, t° 
y^>v, t^vV, ^yT> ? ^(D5^v^L6M»^#^^^: ; fS*^^#^f hf^t> 

rgm* ^tbtv N-cii £v ^yifygtj t mmm^m^xx ^-ok £v ^t°y v 5 

7-16 

6-10 1-6 

[0012] R°-e^$4a§ rry/vsj £i/cra\ flifcfi, _hfB^Aogms^bTfB«b^:rTy 
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ft. rrv/v-^-^Sj *s^rf e>n5o 

R\ R 2 *fc^^R 3 -e^$^^g^s^WbTV^-Ct>J;v^T/^=3^v'SJi:L-C^i. _L 

mmAcom^ti,xmm^fc rg&s&r^riyci ^xhx\ ^r^^mi &mfbti 

r\ R 2 *fc«R 3 -e^$tL^rg^s^b-ctJ:v^^y^j^bT«, fliRtf, r$y 
^y-c r/^/vT^ym W*.l£. y^/KT^y , ^^/vt57#) , ^ey-c 

1-6 6-14 
1-6 6-14 

^Ll^R 1 }^ C T/l^r/V^ C T/V=t=¥^S. C T/K^^-c T/K^ 

1-6 1-6 1-6 1-6 

ism. T/^/VT^/mXh^o £fb^?*U^R 2 J3:C T/V^r/VS^fcteC 

1-6 1-3 1 

-3 

1-6 1-6 

TV ^ ctV T/^^^^CfcSo $£>fc0*LV ^R 3 ^n^V^£;fr/CV ^d>3= 

1-6 

1-3 1-3 

1-6 

1-3 

[0013] >fb^ (I) (DMcftMkLXti, Tfc<Dik&M&mf btiZo 

2-[[[3-y^-/V-4-(2 ) 2 ) 2-hy^/V^-nrchdr>/)-2-t o yv ; ^/V]y^-/V]^/V^ 
^/V]-lH-^r^^y— tVi^Wf^Z—tV) ^ 2-[[(3, 5-v^y^/V— 4-yh=3rv^-2 

-try v^/v) y^/v]^/v^^/v]-5-yhdriy-iH-^<^x^ /k 2-[ [ [4- 
(3-yh^^ 0 n^^^)-3-y^-7v-2-t o yv ? ^7v]y^/v]^/v^^^/v]-iH-^<^ 

XV^V— /V-^-hy^A^, 5-iy^/V^-ciyh^-^-2-[[(3, 4-v ? yh3rv'-2-t 0 y 
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Z3rib<ott&m<o5*> , Wfc^y^^— /W"fc;b*>2-[ [ [3-#/M- (2,2,2 

-hy^/v^n^hdr^)-2-t°y^/k]^/^]^/k^^-/k]-iH--<^x-r^v— 
ppiw^/$w^-M£*i,3o -^i^^-r^vt-y^^^^^ppiirL-cfi 

^5b\ JifEib^d'), (I), (la) 9ir5#:-e^oTtJ:<, R-fts S-fl^ifcD 
-2-[ [ [3-^^/V-4-(2,2,2-hy^/V^-ti3zhdr^)-2-t 0 y ^rvV]y^/V];VK7^ 
XI (S) -2-[ [ [3-^^/V-4-(2,2,2-hy^ , /V^-n^hdrv/)-2-t 0 y S?~/l>X^vl>)J* 

[0014] >ffra^ (r ) *5itWb^ft (I) , (la) wtiLTii, Ifg^tttefi^jh^fcjWSlX 

o 

fltii©^^ifi*^iLt», flifctf, T/vdf-/vT^y(hyy^/vT5y. hy 

3g^^f$^!j^bT«, hyy^/KT5>\ hy^/KT5>\ t°y>>>\ t^y^, 2, 6-/v 
^v?>\ 3^/— /KT5>\ >?^^y— ;v7^y, hy^^y— /KT5:^ h^y^^hy;* 
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(fcKn3ri/^vV)^/KT5:^L t-^/^VKT^ v^n^vvKT^ i?i/yu^ 

[0015] (ia)tt, itok&^&^J^MitT^ #MBS6 

1-50978^-, 3M#fF4,628,098, #Hi^l0195068^\ WO 98/21201, # 
HBg52-62275-5§\ #MBg54-141783-^#{cl|E«CD^*fc^toic:!pC^: 

8745, WO 01/ / 83473^^fE«(D^^^^^V>$giti-S^^^-e^ c> 

[0016] ^rnxm^^m^mmM^m^^^^y-^mt^mt^xi^ yisyy 

k7W-/v (TU-199) *^*fett*^©3te^^^feTJ«lJ:^:tbfe©|(|^6«j^ 
ZLfhh<Dy°n\?yyy<DM-£L,x ^<DbVX, \Y&m (D itfzte (i' ) lc^fri%y°u\?y 

y^KMx., WO03-105845^fE*(O7 o nK^y\ ?*fc;b*>TfB— JBS*; (II) "e^&h, 

■So 

Wb5] 
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±mn (id -Tzm&fiztt&m mr. \\&m (id \z.&\ vt\ rg^ 

Bgt-e*£*L5 rg^^brv ^ «tv ^°y>vgt j ©try i^sti«cD©m RrtE 

1-3 

=3rv^ 2, 2, 2-hy7/]^-t2^hdrv\ 3-y^= 3 r^^7^^^0^*#Cl^V^L6(D 

1-3 

[ooi7] Bmx^znz mmm^vx^ ^-ob^i ^°v^>mi <Dm&&&&\Mzm&m 

m). 1&MTAs*~A>&M%.l£. ^~/K ^nsVv3?;V^m<Dm.mW.2t£\^QCD 
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/l^J-df^ ^^^i/^<D^^63fcV>L14<DTy— ^t^Sf), TV— 
-2r/vtf^/vm^), TV— M/VTS^/vtt-s&imxlt, ^vyV/i^f-^, 

B^-C^$tt§ rgmm^UTV vOk«fcl ^t°y vVgij irLTte. 4-(2, 
2, 2-hy^/V^-ti^hdrv/) -2-fc°y^/V^W*bV \ 

[0018] ttm i-*3v vr\ cm«^^v-/v^^m^i-^ rg&S3r^riyo ^Tt> iv w 
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5/, m^/vT^y, i/^?vT^;m^<DfcmWti^^Q<DT;v^/vmx^:;-m%; 

1 

-3 

1-3 

[ooi9] cmx^tiz rg#isSr*bTv ^ «ti ^y^yij »tt*^tL#5ttI 
a*i/mw%.tt. *b*i/. xidf^/i|^©^g|S:l^v^L60T;^3^>'S^), =b 
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[0020] cgt-e^£tL3 rg^^brv ^xh ^W^gtitfg* gtj <^ r^#$^gt 

/K 1,3,4-^^7/-^, y^ifV. 1,2,3- 
f7y7/-/V, 1,2,4-^7^7/-^, 1.3,4-f7^7y-/V, 1,2,3-MJTi/— 

/v, 1,2,4-hyTi/— /v, y^y— /k trys^ t°y^>^ t°y^vV, t°7vV, hy 
v ^^jisi^'L-cv ^xh £v \ 

12 12 

[0021] Km vt\ Wte rg^^LTV >Tt>J;V ^ -«<D^^^k**^J , &3 
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-Wi — z — w 2 — 



1 2 

n 

^7r^/H, 7y-/w7r^/H, tu— /lovi^-r^ ;vs, ry— 

)«r^u z&mmm*. so *fe»>N-E-c*>54&#, w , w ^tv^ti^nm^ 

n 12 
1 2 

1-6 2-6 

2-6 

1 2 

n 1 

[0022] zx^ztiz rg^^b-cv N-ct «tv ^m<Dmt7^mnm\ <d ^mt-^mni t 
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■So 

S/pwOPls^ istm-r^y-is^ i/pn^fpi/, Isfv^rWy^ \?Z/?n[_2. 
2.1] ^?>$o£X$Tt?^>?>m(DC v'^DT/V^yf^mffl £tV5 0 

3-10 

„ v^n^SH:;x, v^n^?^ ^ot^rVfCC v^nT 

4-9 

6-14 

^%n&ir%m^mw^)tisX^ mmm*. m.mm^xx^mmm^m^hma 

thZ^nm^lto ^3U (0*b< ttlfcv ^L2«) irt H@ (0£L< ttlfc 

tv votive 

[0023] II r^#j^^H^|3({a|j irLTte, yy^y, ^y^^ if n— /k 

y*— /K y^u-y — /k f7/-/K ^yf7y-;K -f^yy— /k t° /k 

1 , v 5 // — /K 1,2,4-^^^X^—7^, l,3,4-:*-^lK?T;A--/K 7 
7ifV, 1,2,3-^X^X^-/1-, 1,2,4-^TvXy— /K 1,3,4-^TS^TV— /K 1 
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w^mwm&mmmtisxn.^ m%.&. yy^yyy^y, ^y 

ft7iy, w^s*?-^^^ yyK— /K yy^yK— /k m-y>yyv— /k 
^yxy^v— /v, ^yyyj-^u-y— /v. 1,2-^^yvy^-^y— /v, ^yy^r 
y— /k l^-^y/^yfry-^, iH-^yy>yyy— /k =^yyy, yy^r/yy, 
yy/yy, ^y-yyy, 3v3^yy, y^yy, y-y^yyy. y°yy, y^y^yy. # 
/k #/i^yy, ryyyy, y^ydrf-yy, 7x/fTv?y, y^y-yy, y 
^y^M^yy, ^r^hwy, y^y-yhyyy, ^^y-^hny^, yyKyyv, t°pp( 
i,2-b]t°yyy>-, t°yyn[i,5-a]t°yy^ y^yvci,2-a]t°yy^ y^yvyi,5 
-a]t°yy^ y^v [i,2-b]twy^ y^v [i,2-a]t o y^y>\ 1,2,4-hyyy 
u [4,3-a] t°yyy\ 1,2,4-hyyyu [4,3-b] t o y^yy#o8-i2M<^^#^*i^ 

[0024] z-c^£iy5 rg^^^L-cv ^-ok £v ^ffitf^iSigtSj <z) rt^p^cte^f^po 
#7f#^m*gtj£L-cte, 0g*.tf, ^y^y. Tif^-yy, ^-=¥^y. ^^y, 
t°nyyy, rb7tKP77^, ^h^tKn^-^-y^y, t°-<yyy, ^b^tK^t^y, 
^h^tK^^-t^y, ^e/v^yy, ^t^e/v^yy, tv^yy, r-tf^y, 
^ N ^-^f-ify-?^, ^-Tify^y, ry^y, tty%i/ s ^Tjy, ^-^^^ 
y. ^Ty#y#<£>3— sm (0*u< «5-6M) (Dt^p&si Ms^tMfp (£?*l< «tM 
^p)©^7f#KiS*m(«^«*ii)^^^#tf bti^o ^y^m^tL 
-twob«j;<, 2-^-df-yTif^y^, 2-^yt°tiyy^, 2-^yt^yy^ 

, 2-^yTif/^y, 2-t^777^y, 2-^yTb9^^y>, 2-ttyTb9 

tKntr^y* 2-^y^h^tKp^^-y^y, 2-^y^xy, 2-^yt°^^yy, 
2-^-^ry^-fe/Ny. 2-^y^-dri^^y^y, 2-^-^y^^/N>- N 2-^-^f-y^Tif 
^y, 2-^y^y7jy, 2-^y^^y, 2-^y^f-y7jy, 2-^-dpy^ 
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1-6 

1-6 

7-11 

1-6 

1-6 

1-6 

■So 

1-6 

6-10 

6-10 

6-10 

Ty— V ^*L3o 

6-10 
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2 3 2 3 

2 3 

2 3 

[oo26] ic*5v vc\ Rfi rg^^b-cv ^ ^mt&M&\ wm. mMM&m 

1-6 1-6 
12 

1 1 

12 1 
2 1 
2 1 

[0027] ;£3§K ^*5V vt\ Gtt rfi^jSr^rbTV >-oi> £v \£H bfc^fgj *fcte rg^^ 

1-6 

1-6 

_hfBE, r, r % G-e^$^rg^^bTv^iv^^*^jor^^* 

1 
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ummwa?&^i6^ J:w*b<r±^^^f^fel^s:v^L6<© 1 ^>©^#^f e>tb5 0 *f*^- 

J3\ 771^/^, T/V-^/l^ T/V^/l^ ^p7WS, ^n7 

[0028] TT/V^/VSJ tt, 0!J;ttf, i&mT/>*r/>m (C T/V^/VS) #3W£IX, fclfctf 

1-6 

, y^/K ^/V, y°nfc7K -fyy°nt7K :/^vk -I'yy^VK sec-y^/K tert-^ 

1-6 

1- 6 

2-7 

2- 6 

ny°nt°/v N ^^n7'f;v, v^t^O^VK i/yn^^-y/K yyn-^y°^VK yyn 
t^f/KtV^n[2. 2. 1] ^^^71^*5 J:U?T^y^/V#(DC yyn77V3vV 

3-10 

i/yny°n^<^/v, ^n^/K ^n^yr^/v, yyn^^-fe^/K yyn^y 

^-/K y^ot^r^/v, tr % yyn[2. 2. i]^y°h-5-^^-2-^/v#(DC yy 

3- 10 

IX, #!l;Ui\ yyny°Pt7vy^vK ^ypyptVv^/K yyny^/vy^vK yy 
n^y^yv^/K yyn^^y/vy^/v^oj:LFyyn^^y/vni^/v^(DC yyn 

4- 9 
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£P£LC v^n^i/^/vy^VK v^n^drir^/vy^/K ^yn-^i?~/v^^vv 
„ v/^t2-^df-fe-/v^ntVv N v-^n^^-7^/M^vK i/^n^^^/Vrc^/k^j; 
mfv^n[2. 2. l]^:/h-5-:^-2-^/vy5vV#&if<£>C *straT As>r~fVT 

4-9 

6-14 

, C Ty— /V-C T/V^r/V^W^LC 0»J;U£, ^O-vVK !7^^vHf 3S?HJ1 

6-14 1-6 

[0029] _hfBE, R, R , G-e^$tL§ Tg^^bTV vO|> «fcV \^7k*& CD T^^tK* 

i 

/v, 7°ntvv. -fyy 0 tit7K y^/K --fyy^/K sec-y^/K tert-y^-/K ^y^- 

1-6 

/K hy^tmy^VK -7;v^rn^;v, ^7;vtn^f/v, hyy/i^ny^VK 
^cr^yi^ 2,2,2-hyy/V^-nm^-/v N /<y^7;^nxf/K 3,3,3-hyy/V^-n^° 
ntf/K 4,4,4-byy/V^-n^/v, 5,5,5-hyy/l^J-n^O-^/K 6,6,6-hyy/l^J-n 
^iy/l^cD^y-, v ? -^fcf*hy-^M3^V-C T/^/V*#) , T^v 5 

1-6 

f©c r^u^j^r^mm) . i&mr^^ym w*.t£, yi^-vy 

1-3 
1-6 

^nn^f/Vt^V, ^nn^f/k^v', hy^nny^/i^h^^ ^/V^-ny^/v^- 
=3r>\ v^/v^ny^vV;^^ hy^/V^-ny^/V^-df-^, 2-y ? n^e^^vV;^v\ 2, 
2,2-hyy/V^-Ci3i^/V^-dr^ N ^^^/V^-nrc^/V^-df-^, 3,3,3-hyy/i^j-ny 
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1-6 

*c^mm). i&mr^/u^mmx.^ *<?a^^ /ntvw, 

1-6 

1-6 
1-6 
1-6 

7-11 

1-6 

CDC T;V3c;V7,/Vfc=^/V^¥£) „ ^/V^x^/VX. ^e/HS^T/Vdr/VvVV^x^ 

1-6 

1-6 

1-6 

C TV— )V7.)V-7Tf(^W§) , TV— /I'M (WzUt* /K t7f;vf©c 

6-10 6- 

TV— fr&W). TV— /V^v-^C^tJxif^ Xm^/i^dr^ -^-^^/^^^(DC 



10 



6-10 



6-10 



6-10 



6-10 

) , tv — /vjj/ws^/vm (mz.&, ^^yV/K -7-y m/v^(dc ry— /v-77/v^ 

6-10 

ry— /v7J/v^/^^yS(^!)x.«\ -<yy-f7i^h¥v\ ^mvi^^ 

6-10 
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1-6 



[0030] 



2 3 2 3 



V >-Ot>iV ^/l • i /I m ( B»J; t i i . 5£-< OI , R R > i* MK R feitm. tt-tfrl^twk 
3dS^Sr^*f"o ^-CONR R H:*3VvT\ R £R tem^irZ^mW^tbhic 

2 3 2 3 

S-NR R R *5«ttm fittflB^l^liC^^i-o *fc, t^-NR R fc*3V vf, R 

2 3 2 3 2 3 

2 3 

^TbTV>TtJ:V^^WK^(^Ix.^ S-NHCONRR R *3<ttm teftlfE^ 

2 3 2 3 

2 3 2 3 

miMx-tt. ^-NR cor R *3J:tm «tulEi:l^#^^i-)-e^^^ 

2 3 2 3 

g^^^rbTV^-obJ:v^7V*^T5:K^(^!lx.fi^ j^-nr so r (st^ r 

2 2 3 2 

3 

^*(r texxm x^n&h<DbmMmxh%)m&m^tiz>o 

2 3 

r &£xm Ktetf%mwLm&m^x\,^xh^^mk*mmi<Dtmk7kmmibi, 

2 3 

/vS(f!)iif, ^n:7°ut:7v^/K v^n^/M^/K v^-O^/M^/K ^ 
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r SdXTfR x^ti% rg^^b-cv ^xh £v ^mmm&i (7) mmn^i tvx 

2 3 

te, t o y-y/K t°t2i;^/k, fcv<=^^/K t'^yy^/K 2-^yrift°^/k, yy/k 
N ^tnwy^yy/K ^yy^/K wvkp/k ^y^yy/K y^yvy/K 

2 3 

-yyt^nfcVK l/jruzfT'A'^ ^yn-O^fvK yyn^y/vX^^* 
/v, y^y/^^(D^*#:l^v^b6(Z)T/vdr7^-^/^^/^^), «T/v^y-r 

— s^mm, ry-/v^yS(#!l;U3\ y^/v^y, t7W=^^Sf©^i 
ifc6^bi4<DTy— ry— /v#/v^~/vS($j;U3\ 
^yM/vS^<^#^6&v>bi4<DTy— /v-^7/V7K^/vs#) , ry— /v#/v*J^ 
/v^-^-y^(^rj^.^\ -<^yy/v^y, -f-yhy/v^y^^(D^^#[6^v^i4(D 
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[0031] r ^r tmmirzmmm^-tth^mirzmtvx^ mx.t£. t°ny^ t°-<y 

2 3 

1 

[0032] II r^#jjagai3S£j fcur 

m^mmm^mmm^tvxn, m*.t£. ^/k ^~/k t°ny/K n&wv 
/k >rjWMh/y/K ^ryy/K ^y^ryy/K -f^yy/K t^y/K 1,2,3-:*- 

dri^^Tyy/V, 1,2,4-^^v^Ti/y/V, 1,3,4-^1^X^/1^ y^1f~/K 1, 

2 ) 3-^-Tv ? ryy/v, 1,2,4-^T^Tyy/K 1,3,4-^r^Ti/y/K i,2,3-hyry 
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/v. 1,2— o-y-fy^ryy/K m— <yy>yryy/K ^yy/K -fy^yy/K ^y 
y-/K ^yy-/v N 3rydri?-y^/K ^^v^/K ^7^y^/K yy-/K y°^y 
^7/w^yy/v, a-#/Mtfy^/K jS-^/v^y^/K y-^/i^y^/K ryy 
i^/K yaiy^iJ-v^/K y^y^Tv^/K y^v^/K y^y^M?-^— /k ^ 
t^m^/k y^y-^hyy^/K y^y-yhny^/K -O'Ky^/K t°na [l,2-b] 

t°y y*?^/>, t"7/n [ 1 , 5-a] t°y >vk ^yv c 1 , 2-a] try v>/k -f^yv c 1 , 5-a] 
t o yv7K >r^)/ [i,2-b]try^=i/K ^^y[i,2-a]fc°y^v^/K 1,2,4-hyT 
yn [4,3-a] t°y >vk i,2,4-hyyyn [4,3-b] t°yyv^/i^<D8— i2M.co^^M 

[0033] ^ r^^fc«^|&fP<D#^#^^m*J £LT J3\ ^v^/K Tif 

^y~/K ^-fey—zK 5^y~ /v, t'nyy^/K ^h^tKnyy/K "f-^ry— ;K 
t°^yv?^/k N ^h9fcKnfcr9~/K ^y^/K ^e/l^y^/K ^-^/M^y^vK 

ry#^vK ^y^/K /k ^iJ-y^/K f7y*^f©3- sm ( 

£f *L< te5-6M) <D|Mfnfc5V MWf^P (0*L< ttl&fn) 0#ffiti^S ( 

, 2-^-dryrif^-> ? ^/v, 2-^yt o nyv?^/v, 2-^yt o ^y v^^/v, 2-^-dryr 

i?V^-/K 2-^7'/*- /V, 2-^-=3f-y^h7tKnyy/V, 2-^y^h7tKnt°7 

~/K 2-^-=3f-y^-^-7— ;k 2-^y^r— /k 2-^-^yt°^9> ? — /k 2-^-df-y^- 
^ir/^/K 2-^y^f-ify-?^7v, 2-^y^^-^/K 2-tty^THs<~ 
/K 2-^-^y^-^y7J— /v, 2-^-df-y^^-TJ^/v, 2-^y^r^-^-y^^/v^ 2-tt 
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l 

[0034] *3sw>fb^i!:*5v t, R^w^^i-5»^^ov ^rf^0j!-r^ o R^wds^i- 

1 2 
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(dc TsvJc/vmmcom&M&mfbfriZo 

1-6 

[0035] Rtwtim&i-z>z.tic£oX@m-£. 




WO 2005/084649 35 PCT/JP2005/003621 

xtvxfe, '^Pism^ ^yyvr^v^m, (2, s-^tf-^trny^ 

[0036] MirLTfSyfcl&DK^ &mm^>^fcfeM4mT>^^J*43r>&^1r 0 
Li"\ Cs + &£0 j&S^tffetb, ttJ-etNa + ^W*UV\ 

[0037] >ffr^ (ID -eri, ^^©^tt^ir^^^^^^^^^^gi^^^fF 

[0038] ^-a-^ do <Dmmmtvx\^ mz.t£. mmmmmx.^ mmm, mnm. m 
m., -?w^»i, y-^/vmrn.. 7°nt o tyii, ?^mm.. m^mm.. %mm., m 

**P4&— 5. OjfcfbfttfS^ff E>*L5 0 -0>5*>, o. 5^P^ 1. 0*fP$K l. 5^^P 
[0039] j&m<W\&m (ID £LTf2, ^ir^^^iTO^W^^tt^^^^-a-bTV n 
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3o ft^ffyfclS&Wb&bkVXti:* — jso^^Hr*'— &90%Sl±<D^~r>?- 
Wb8] 



ft, ^1^(11) tt^<©$K££ifc, #!lxJ^ WO03-105845|B«(D^&^PCT 

[0040] *»i-efflv ^^Hftfi^^oE^ifi, EH£j&#<£>«^ £«9 

^K^&h,&*s#j0>#£\ ^i2m*%-^4om*%, ^b<«^ji2fi*%— ^j3ofi 




N 




G 
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[0041] i-fev nt, mKmM&±.m<D£yf£m.m. mmtifcfemmxmzia^ 
mfhtiZo w^m^mm^m^nmm^mm^^xmm^mtRx^, m*-i£ 

thXhoXhX^\ 

[oo42] *mw K&tfzmm, mn, mnm^mjfmmn. £ymmm*m<, 

. ^mmmm^mir^^4^7-/^t^, mmss, mum. m 

HUh/^WV (Nonpareil) *3j:tfl|gi&-fe/H2— ^MV^fc^^^^^^^^jf £, 
[0043] $s£LTf*, ^a||^tJ?TA/^A/(D^it^p B p, JSfi-fe/Vn— ^©3^^ag*iiB. 
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mm&®mx%z>mmxm$ix%, mz.tt. mmmm>KMvx, mm, m.2mm 
Mt^m^mir^mmtmm^mmm<DmK^mmmm^nnxmm<Dm 

tVHr/kn— tKndrv'^afcVM^/V-fe/Vn— ^(^tjx.{i, TC-5#) „ zKytf^/V 
[0044] ^WI©»SIii, mtf^^— /i^>ffc^^^5fg*fc, Ig^J 
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0.05— *&ims*B-ea!>5o WBtfcftmz.£<>xft%.z>o 0na.fi, ^bo^raits 
wm&&wmmiiz. ph5. 5]^±xmM^xmm<DWcm^m^ir^K z.<dx? 

CAP) , \iyxi3ri/-?xi\i°;V^/V J £/Vu-7.7$?U--Y^ tKn^f ;Wt;l/n- 

«tt««^*«*««tt«^i-ti)^^^a^^bT^iomM%- 

40ll%tfc5 o 

[0045] #3§k icaaitss^K^j, ^wsg*^ mmiz.&\, ^x^mmmmm 
mmm^nxmm<DMmmm^ntcmnmM^xhx^\tct^mmmm 
mmj&mmmwmmi&&f&Lx* mm^m^m^^tL^^mmmm^x 
hxw ^.(Dx^mmwcmmikmmmmmmstvx^ mm^m^mmv^^ 
.mmic^tML^m^xTK^m^irmmmtmmmm^ir^m^m^ 

5^T)Ti§»U 1rtj:t>%pttteftmmM7bmffiMVXmM&1&M1rZ>Wim-- 
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&±<Dmm'&£&)&ft&jkMirz>^b&^% ^x\^putnmm Mdivain ^ 

fcSV^S Clark-Lubs ^-e^bfcpH^E^-T^o ^W^^tf 3, pH#C# 
ftLtli, MYn^zfn\f/V^;V-^;Vn— 7^7?]/— MHP-55, HP-50, itMit 

cmec, yv^hmmimm) . ^Tpy/vm^^/^pTpyu—h^tf})^— c*vfK 

L100-55, ^K9^r^hL30D-55, Rohm|±M) ^ tKn^^ntW-fe/Vn— ^T"fe^ 
— M^v-^— KHPMCAS ffM^C^OMK *°ytr^/VTir^— h^^^— K 

^/^<^fflv^tv5 0 -ii,ibtei»-c, fe§v^i^<^2a^_h^°y^-^m 
^^-fr-C, */c^^<^2ffiW_h»^y-^-^]ii^:=t-^^L-C i bJ;v\ 

L<tepH>6. 0J^_L, £«9#?*L<tepH>6. 5. Zh^tft *L<tepH6. 75J^_h-C^ 

^/M^T^yw— h=3^y^— (^K^^VhRS, RU Rohm|±M), T^y/V^^-zV. 
y^^y/V^^-/V=i/Ky^— (^K^^fVhNE 30D Rohm^fc^) x xf;Vt;Vo- 
£f£% HPMC, HPC, #/k^iXfc^/Vtf?y-^— „ /Ky^^v^^yn— /V6000, ?L3^, 
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^mm^zf^vmK^x^ mmm, mm. mnm. mmm^m^mm^ 
n*u&&ttx%ttMz%m^x%>xx\ tufcit, w&m, mmu mm<nm 
MMM&2m&±M&&fr^:xm&~rz>z-kftx%z> 0 mm&#(Dmtez>m%fflk m 
mm. m®&<Dmmm&m&&tttxi>£\\ ^tcwcm^m^mmm, mm 

[oo46] £bfcmfflik&ft5it%><Dm&ffl &t*?m. fim, mm, t>-^=- 

^y^^/V^A, »^#/HX?^ ^^/Vv-^ftifh ^r^rWR 
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/v. ^/w&^ry/W-r-y?^ ^ry^afe^ ^ o y3^F-w^fy=3— /vfttl 

* m&MM*.t£. m&*^ <&mm&5^ &mw&2^ nt^n 

-^b^if), *fcBfefl3M(0!i;ttf, r^/v^vi^y^ l— >*^>fv, mess 

[0047] ^mm<Djj^-£/^Miz.&\ v-c, mg^&ftb\jxi\&m en ^m^vw^ 

* ^ ^ ^k -^^^if) ksswc, ?mwme(#<i;Ui\ pm 

^~mmmm. m^mmm), y*y>^— ^yy^(zoiiinger-Emson)^ 

Pf3fc. ^^Sr#fc>JfcV>M^itiSfr*jg(Symptoniatic 
Gastroesophageal Reflux Disease (Symptomatic GERD)) N NUD(Non Ulcer 
Dyspepsia) „ WV*— a^^-KDfifs^-^^^J:^^— j3 (D 

0£{B^f£#5W#Sr£tfK ffMALTy^Njfi^(D^feJ;^P^, ^y=v^ 
n£t£-C!?3o ^y=^W— -fc°ny|^0#<Z)fcfe^«, ^WcD^lr/i^JH&tf) 
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r^^v-y^. -o-vVw<^y>\ t°^v-y>\ yvy^A&^K ir^j^ 

o 

[0048] r^^V-/V^^^j £LTte, MX-l$, yhn^VWK 5=J^-y /Vftif 

^??-;vm^m^mmmtvxm^tzM^, ^A(eokg) kmu mamc 

[0049] ft, ^0j!O@^M^J^W^^B#^^^^tt^fB]-h^^^^^, 
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[oo5o] ^rKmmm^mifx^mm^him\^<nmir^K^tih^^m^mmir 

J^T^^Jfef^-effiv^tv^tKti^^otVvir/vci— ^(HPC-L), WMZW, t 
Yn^iy^n\f;V^;V-^/Vxi— ^ ^Dxfwy^n- /V6000, ^fb^^LTte 
, Jg+H3fcIEB^J^^p B p£fflV^c 0 
1 

[0051] mm&mi \c^r 0 yvy^yy-;^, ^bh^*^*^ obmm) 

20g/5K ^7V— rnTJEE:0.1kg/cm 2 , ^U^h^TJE^ rO.lkg/cm^T^o #£>*bfcS£ 
M3S*£2r40 o C, 16H#WI*S*£*ftU ^-CMU 710 /zm— 1400 ^ m©^KS»gfefc 

jgL MP-10)MV^3— ^^i~6 0 3-^^#{^#«|^JE»:1.5m 3 /^ 
, ffiM.nm:65°C, mmmgt:12g/ft, ^U—^Tf±tl :3kg/cm 2 -efT5o #fettfc 
»3»£r40°C, 16B#F^^MU ^-e^iiU 710 ,z m- 1400 n mcD^^S 

IsyfftM. MP-10)MV>T=— ^^-T^o =3— ^^W^frfil^m*: 
1.5m 3 /£\ |£^M:65°C, ?«3M:15g/£\ ^/l^-^TJI^ :3kg/cm 2 ^T5o 
#^fc^MM££40°C, 16B#rpm^^b, *Ji!-eg!3®U 850 Mm— 1400^ m(Z) 
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f£#te^JS*: 1.5m7$h |^aS:45°C, &$cj££: 15g/£\ ^V-^Tffi^J 
:3kg/cm 2 -eff5o #^7t^»Sg^^40°C, 16(^1 JltS^U *L«TCfflBftU 
1000 ix m— 1700 m(DpH^#^tt^:mffilJ#lI*i^#§o 

[0052] nhntcmmi^mm^xx^pu^mm^wcmmmmm^n^n^^xx^ 

22.5mg*@ m A) &£TfpHikftMM&1frMmmm-&m 315mg {7^V7*7V*—;VR 
#: 67.5mgffi^*) <DM^£l^y/vy^#yHr/M-;fcJg1-3o 
£fc, #fb;fxfcll^t£^1^£ 87mg (7^yy°7^—/VR#: 22.5mg*B ^ A) $3 XXfp 

um^m^Mcmmmi^-n 3i5mg(y^yyyy— /vr#: 67.5m g tB^»)^M 
cm] 

^m-^Ay^/w^M^^LSh 15.0 mg 45.0 mg 

^^yy^y— /VR#: 22.5 mg 67.5 mg 
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->3»(»p b p) 14.82 mg 44.46 mg 

iSg^feKn^yntVkir/Vn— * 4.5 mg 13.5 mg 

tKn^yy°nt°/Hr/Vn— ^ 0.18 mg 0.54 mg 

ffiM* 8.82 mg 26.46 mg 

ff(Hff^) 63.0 mg 189.0 mg 
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*f§M< 70.92 mg 212.76 mg 

fKHTF^) 7.86 mg 23.58 mg 
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tf- 70.88 mg 212.64 mg 
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10.53 mg) 

stfy^ui/sfy 3— /V6000 1.05 mg 

^yy/V-<— b80 0.48 mg 

mit^^ 1.05 mg 

&A"t? 2.92 mg - 

mMTk 48.46 mg 

tK@7&90 16.03 mg 
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tpmmmm 70.88 mg 

mmmmm^—^^m 16.03 mg 

tf- 86.91 mg - 
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mw&mm 86.91 mg 

pHfcffi%M\ki&mmmmm 314.7 mg 

ZtV? 0.045 mg 0.195 mg 

^KMtK^B: 0.045 mg 0.195 mg 

tf 87.0 mg 315.0 mg 

<^7 P -fe/^J<DJE^(^>y^y— A-Rft: 90mg*BHi) > 

JS^tt^^ 87.0 mg 87.0 mg 

pH##»#i£JfctttfW1Wifi#*fc 315.0 mg 315.0 mg 
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